The Practical Ethicist Advises
Dear EQUAL, A fundamental tenet of ethical research is that selection of subjects must be equitable. Determining whether this is true for a given research study is one of the most subjective and difficult decisions that IRB/Research Ethics Committee (REC) has to make.
Equitable selection is about fairly sharing the benefits and burdens (possibility of harm, inconveniences) of research. The benefits of research are the anticipated benefits to subjects as individuals, and the benefit of the knowledge expected to the population affected the results of the research. The burdens may apply to individual subjects, or may apply to a group of people, such as the residents of a county in which a research project is conducted. To consider the distribution of the benefits and burdens, the IRB/ REC has to first make the analysis of the risks and potential benefits of the research.
Equitable does not mean equal. The fair sharing of the burdens and benefits of research does not necessarily mean equal sharing. If I wash the dishes and my friend dries the dishes and places them into the cabinets, we might say that we have equitably divided the work, but we have not equally divided the work. In the same way, the fair sharing of burdens and benefits does not necessarily mean the equal division of burdens and benefits. This is what makes the evaluation of equitable selection so challenging. Determining equalities is easy, but judging fairness is subjective.
Subjects who live in London might have access to research conducted at local universities that individuals in rural Australia may not. Research conducted in a women's college might not enroll men. Research on therapies for prostate cancer will not enroll women. Research on improving the quality of magnetic resonance imaging (MRI) will not benefit populations who live in developing communities who struggle for clean drinking water and have no access to an MRI. However, we would not consider these inequalities to be unfair or to say that this research cannot proceed because everyone does not have equal access. Equitable selection should be assessed in the context of the purpose of the research and the setting in which the research is conducted. Consideration of the setting should also include consideration of the stage of the research and the rationale for eligibility criteria; there may be valid safety or scientific reasons to exclude populations such as women of child-bearing potential or persons with HIV infection, especially in early studies.
The assessment of equitable selection should also be proportional to potential risk and potential benefits. When research risk is minimal, there essentially cannot be unfair sharing of the burdens (risks) of the research. When research holds out no prospect of direct benefit to the research subjects, there essentially cannot be unfair sharing of the direct benefits of research to individual subjects. There can, however, be unfair sharing of societal benefits-for example, if "nontherapeutic research" such as pharmacokinetic studies of a drug in healthy volunteers were being performed in a population or community that will never have access to the benefits of the drug as a therapy. As risks and potential benefits increase, the degree of fairness required in the distribution of those burdens and benefits increase. When research involves an intervention that is available (and reasonably accessible) outside the research context, it is difficult to justify that individuals not chosen as subjects are deprived of the research benefits.
The effect of risks and potential benefit on fairness becomes especially nuanced when research involves populations vulnerable to coercion or undue influence. Common issues arise with research involving children, adults unable to consent, and prisoners. With greater than minimal risk research involving vulnerable populations, IRB/RECs typically insist on a very clear relationship between risks and potential benefits to find that there is equitable selection of participants. We allow autonomous adults to be altruistic and volunteer to take risks solely for the benefit of others with no possibility of direct benefit. We typically do not allow vulnerable populations to be altruistic in the same way; for example, most IRB/RECs would not approve a nontherapeutic bioequivalence study in a subject population with advanced dementia. Research on vulnerable populations typically must provide a direct benefit to subjects or, if there is no benefit, have a high degree of potential scientific benefit that will benefit similar populations in the future.
In summary, to approve research, research ethics committees must determine that selection of subjects must be equitable. Equitable selection is about fairly sharing the burdens and benefits of research. The IRB/REC cannot make a determination about equitable selection until there has been an analysis of the risks and potential benefits of the research. With minimal risk research, there can be no unfair sharing of the burdens; in research with no direct benefits to participants, there can be no unfair sharing of direct benefits, although sharing of societal benefits should be considered. Fair does not mean equal and the context of the research in terms of setting, stage, and purpose affect the judgment of fairness. When research involves populations vulnerable to coercion or undue influence, the standard for risks and potential benefits is ratcheted up. Determining whether subject selection is equitable often raises tensions because we have different standards for fairness. However, ethics committees should see this diversity as a positive part of the ethics review process.
P. Ethicist 
Author Biographies

